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Co je nového v diagnostice a lécbé nadort hlavy a krku?

Problematika HPV+ skvamodznich karcinomU orofaryngu

Rekurentni a metastatické skvamozni karcinomy H&N

e Karcinomy nosohltanu

e Karcinomy slinnych zlaz



Relativni incidence zhoubnych nadort jednotlivych ORL lokalit 2020

Dutina nosni
a VDN th
Larynx 59 5%

19% Dutina ustni
25%

Orofarynx
30%

www.svod.cz, UZIS


http://www.svod.cz/

Pocet na 100 000 osob

Trend incidence nadort hlavy (C01-C14, C30-C32) a krku v Ceské republice

%: prumérna meziro¢ni zména trendu za obdobi 2010-2020
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Data ze svedskeho registru:
podil HPV pozitivnich karcinomu tonsily z 23% (1970) na 79 % (2002-2007)
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C Overall Survival According to p16 Expression

D Progression-free Survival According to p16 Expression

100+ 100+
S~ 16-posi
-positive
g R e =
\‘Q W B R S £ w
= 75 LR o e = 754 ——
® \-\ e i B 2 N ey
= ey - LN
3 N d | N
S sod e W £ sod e S
: plé-negative Vo— g L . i
: Sy g e S
-negative
S a5 £ 25 PR T
E Hazard ratio for relapse or death, 0.33 (0.24-0.46);
Hazard ratio for death, 0.29 (0.20-0.43); P<0.001 P<0.001
0 T T T T 1 0 T T T T 1
0 1 2 3 4 5 0 1 2 3 4 1)
Years since Randomization Years since Randomization
No. at Risk No. at Risk
plé-positive 215 203 150 176 162 77 plé-positive 215 177 164 156 143 66
plé-negative 101 73 &0 43 34 15 plé-negative 101 59 46 37 25 1
Figure 1. Kaplan—Meier Esti of Survival g the Study Patients with Oropharyngeal Cancer, According to Tumor HPV Status

or pl6-Expression Status,

Post-hoc analyza studie RTOG 0129

Ang et al 2010 NEJM



HPV/p16 pozitivni karcinomy orofaryngu

Samostatna TNM klasifikace

Table 1: Critical Changes in AJCC8 for Head and Neck Cancer Staging
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Table 2: Additional AJCC8 Changes to Head and Neck Cancer Staging
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Glastonbury CM. Critical Changes in the Staging of Head and Neck Cancer. Radiol Imaging Cancer. 2020

TNM klasifikace zhoubnych novotvard. 8. vyddni 2017, UzIS, Praha, 2018




HPV/p16 pozitivni karcinomy orofaryngu
Samostatna TNM klasifikace
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FIGURE 2 | (A) Survival of patients with human papilloma virus (HPV)-associated oropharyngeal squamous cell carcinoma (OPSCC) according to UICC 7th edition
which presents with poor discriminative power between stages. (B) Survival of patients with HPV-associated OPSCC according to UICC 8th edition with significant

discriminative power between stages | vs. |l and Ill vs, IV but not between stages Il vs. Il
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Cetuximab vs. cDDP jako konkomitance s RT
u lokalné pokrocilych HPV+ karcinomu orofaryngu

- De-ESCALate HPV RTOG 1018 TROG 12.01

Primary objective Safety (toxicity reduction)  Survival (mQS) Symptom severity
Design Superiority Non-inferiority
Regimen RT 70 Gy NF; CDDP RT 70 Gy/6 tydn(; CDDP RT 70 Gy NF; CDDP 40
D kal “y o o e :
pyueesKalace 100mg/m2 4 3 tydny vs. 100mg/m2 4 3 tydny vs. mg/m?2 tydné& vs. cetuximab
cetuximab cetuximab
Population N=334 pts. N=987 pts. N=189 pts.
Low risk — 100% Low risk —71% Low risk >91%
Intermediate risk — 29% (modified inclusion criteria)
HPV tests used pl6 & HPV DNA pl6 P16 & HPV RNA
Median follow up 25.9 months 4.5 years 4.1 years

Mehanna H, et al: Radiotherapy plus cisplatin or cetuximab in low-risk human papillomavirus-positive oropharyngeal cancer (De-ESCALaTE HPV): An open-label randomised
controlled phase 3 trial. Lancet 2019

Gillison ML, et al. Radiotherapy plus cetuximab or cisplatin in human papillomavirus-positive oropharyngeal cancer (NRG Oncology RTOG 1016): a randomised, multicentre, non-
inferiority trial. Lancet. 2019

Rischin et al. Randomized Trial of Radiation Therapy With Weekly Cisplatin or Cetuximab in Low-Risk HPV Associated Oropharyngeal Cancer (TROG 12.01) - A Trans-Tasman
Radiation Oncology Group Studyint J Rad Oncol Biol Phys 2021



De-ESCALATE HPV

Karcinom orofaryngu p16+/HPV+
- Low risk (koureni < 10 PY)
- Intermediate stage (T3-T4

nebo N1-N3; MO)

Stratifikace:
centrum, T-stadium, N-stadium,
lateralita RT, profylakticky PEG

Mehanna H, et al: Radiotherapy plus cisplatin or cetuximab in low-risk human papillomavirus-positive oropharyngeal

N=334 pts.

RT 70 Gy NF + Cisplatina
100mg/m?2 a 3 tydny

RT 70 Gy NF + Cetuximab
250 mg tydné (nasycovaci
davka 400mg)

cancer (De-ESCALaTE HPV): An open-label randomised controlled phase 3 trial. Lancet 2019

A Overall survival

!M
Sk
HR50(95% O 1.7-14.7)
754 Log-rank p-0.0012
£
H
5 91
;
254
e Chsplatin plus rachotheragry
N —— Cetwamab plos radiotherapy
05 10 15 20
Number at risk Time sonce andomisation (years)
Cisplatin phss 166 160 14 147 ns
radiothesapy
Cetwanmab plus 168 163 156 M 109
rathothesapy
B A recurrences
100+
754
¥
3
g w‘
- HRI4 (5% Q1672
< Log-rank p-0.0007
254
. 0% 10 1% 70
Nusmber at risk Time since randomisation (years)
Cisplatin phss 166 1456 148 "m 109
cadhothesagy
Cetwamab phes 168 152 141 128 101
rdiothesipy
C Global health status
1004
g" —=
v
&
£
5
§ 4o
&
3
e Chspliatin plus ot horagry
= Cetuxirmab phos raciotheragry
) 3 4 1 18 24

Tune since rodomeation fmonths)




RTOG 1016

Phase Ill Trial of Radiotherapy plus Cetuximab versus Chemoradiotherapy

in HPV-Related Oropharynx Cancer

cisplatina vs cetuximab
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Gillison ML, et al. Radiotherapy plus cetuximab or cisplatin in human papillomavirus-positive oropharyngeal cancer (NRG Oncology RTOG 1016): a
randomised, multicentre, non-inferiority trial. Lancet. 2019



TROG 12.01

N=189 pts.

RT 70 Gy NF + Cisplatina

Karcinom orofaryngu p16+/HPV+ 40 mg/m2 t\'/dné

- Stadium -1V
- Exlusion:
- stddium T1-2NO-1
- stadium T4 nebo N3

- N2b-N2c (koureni > 10 PY)

Stratifikace:
T-stadium, N-stadium, lateralita RT,
centrum

RT 70 Gy NF + Cetuximab
250 mg tydné (nasycovaci
davka 400mg)
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Years following randomisation
No. at risk (No. censored)

Cisplatin 92 (0) 90 (0) 82 (4) 67 (19) 48 (38) 25 (61)
Cetuximab 90 (0) 80 (1) 75 (4) 54 (19) 39 (34) 14 (58)
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Years following randomisation
No. at risk (No. censored)
Cisplatin 92 (0) 91 (0) 86 (4) 68 (22) 48 (42) 25 (65)
Cetuximab 90 (0) 88 (1) 82 (6) 62 (25) 45 (43) 16 (70)

Rischin et al. Randomized Trial of Radiation Therapy With Weekly Cisplatin or Cetuximab in Low-Risk HPV Associated Oropharyngeal Cancer (TROG 12.01) — A Trans-

Tasman Radiation Oncology Group Study Int J Rad Oncol Biol Phys 2021
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MC1273, A Phase Il Evaluation of De-escalated Adjuvant RT for HPV+ Oropharyngeal SCC

Patient Population:

pl6+ OPSCC
Surgically resectable
No evidence of distant
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metastases

<10 pack-year smoking
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Any extranodal extension
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Days 1, 8
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Q3 mo year 1,2
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Annually year 4,5

Ma DJ, et al. ASTRO 2021



MC1273

A Phase Il Evaluation of De-escalated
Adjuvant RT for HPV+ Oropharyngeal SCC
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Background: MC1675 (DART)

Patient Population:

MO
T4 or 2 2 margins excluded
Smoking status <10 vs 210 py

p16+ OPSCC, resectable by TORS
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Ma DJ, et al. ASTRO 2021
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A Phase 2 Trial of Alternative Volumes of Oropharyngeal Irradiation for De-intensification (AVOID):
Omission of the resected primary tumor bed after TORS for HPV+ SCC of the oropharynx

The trial enrolled 60 patients after TORS and selective ND (2014-2017) for pT1-pT2 N1-3

HPV+ OPSCC

* favorable features at the primary site: negative surgical margins 22 mm, no PNI, no LVI

* required adjuvant RT based on lymph node involvement.

Patients received postoperative RT to at-risk areas in the involved neck (60-66 Gy) and

uninvolved neck (54 Gy).

* The resected primary site was treated as an active avoidance structure in the treatment
planning of postoperative RT.

* Concurrent chemotherapy was administered for patients with extranodal extension.

Fig. 2. lllustrative example radiation treatment plan: study patient with a pTIN2a (American Joint Committee on Cancer
seventh edition) pl6+ squamous cell carcinoma arising from the left base of the tongue. The primary site operative bed is
shown in violet. The left neck is climical target volume 6000 and right neck is chinical target volume 5000, The measured
mean dose to the operative bed is 14 Gy, Dose color wash set at 50 Gy (left) and 20 Gy (right). (A color version of this figure
is available at https://doi.org/10.1016/1.1jrobp.2019.11.021).

Clinical Investigation

A Phase 2 Trial of Alternative Volumes of
Oropharyngeal Irradiation for De-intensification
(AVOID): Omission of the Resected Primary
Tumor Bed After Transoral Robotic Surgery for
Human Papilloma Virus—Related Squamous Cell
Carcinoma of the Oropharynx
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Summary Purpose: This trial tested the safety and efficacy of a novel, deintensified radiation
Approaches to decrease therapy (RT) approach after initial surgical resection for patients with human papil-
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A Phase 2 Trial of Alternative Volumes of Oropharyngeal Irradiation for De-intensification (AVOID):
Omission of the resected primary tumor bed after TORS for HPV+ SCC of the oropharynx
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Take home message #1
* Narusta relativni i absolutni pocet HPV+ karcinomu orofaryngu

* HPV+ nadory jsou spojeny s vyznamnée lepsi prognozou

 Cilem deeskalacnich studii je snizit riziko pozdnich nasledku 1écby

e Data dosud nejsou dostatecna, proto HPV status nelze pokladat
prediktor |écby

... pokraCovani



Take home message #1

 Status HPV/p16 je mozné spolu s dalSimi rizikovymi faktory vyuZzit pro rozhodovani o strategii
|é€by v rdmci mezioborovych tym(




Rezimy systémové protinddorové Iécby R/M SCCHN

Paliativhi chemoterapie:

Monochemoterapie (cDDP, CBDCA, MTX...)

Polychemoterapie (cDDP-FU)
bez CHT 4-6 mésicu
s CHT 6-8 mésicl

Median preziti:

Studie EXTREME:
cDDP(CBDCA)-FU + cetuximab
vs. cDDP(CBDCA)-FU

mOS - 10,1 mésice vs. 7,4 mésice

Jacobs C et al J Clin Oncol 1992
Forastiere AA et al J Clin Oncol 1992
Clavel M et al. Ann Ocol 1994

Probability of Overall Survival

No. at Risk

Chemotherapy

Chemotherapy
plus cetuximab

Regimen ORR, % Median
survival,
months

Cispiatin + 5-fluorouracil’# 30-32 55-8.7

Cisplatin'-3 1617 50-67

5-fluorouracil! 13 6.1

Carboplatin + 5-fluorouracil? 21 50

Methotrexate? 10 5.6

Cisplatin, methotrexate, bleomycin, vincristine® 34 7.0

Cisplatin + paclitaxel* 26 8.1

B

1.0+ Hazard ratio (95% Cl): 0.80 (0.64—0.99) g 1.0+ Hazard ratio (95% Cl): 0.54 (0.43—0.67)
0.9+ \‘_\ P=0.04 = 0.9 P<0.001
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0.5 N Thgetwimab (N=222) £F 051 RS 5

-4 >
as o L 1O ;"' 0.4 \\\.‘ '\l" Chemotherapy plus
0.3+ Chemotherapy (N=220) ~ \1':‘"'}-.,_'% = 0.3+ e \ cetuximab (N=222)
ol T 3 o T
0.1+ 0.1 T Yy

4 -19 Ch therapy (N=220 g
0 3 6 9 12 15 18 21 24 0 3 6 9 12
Months Months
220 173 127 83 65 47 19 8 1 e
Chemotherapy 220 103 29 8 3
222 184 153 118 82 57 30 15 3 Chemotherapy 222 138 72 29 12
plus cetuximab

Gibson MK et al J Clin Oncol 2005
Vermorken et al. NEJM 2008



Kaplan-Meierovy kfivky celkového preziti
rekurentnich a metastatickych nadort

100 %

Chemoterapie, cilena lécba

Imunoterapie

Standardni lécba

Sance na dlouhodobé prefziti

0%




Phase 3 CheckMate 141 Study Design
Nivolumab in R/M SCCHN After Platinum Therapy

« Randomized, global, phase 3 trial of the efficacy and safety of nivolumab vs investigator’s
choice in patients with R/M SCCHN

Primary endpoint

* R/M SCCHN of the oral cavity, S HIGIRG IV Q2N « OS

pharynx, or larynx
 Progression on or within 6 months of : 3 :

last dose of platinum-based therapy Investigator's Choice Other endpoints
« Irrespective of no. of prior lines of Methoztrexate 40 - PFS

therapy mg/m? IV weekly . ORR
« Documentation of p16 to determine Docetaxel 30 mg/m? IV - Safety

HPV status (oropharyngeal) weekly . DOR
* Regardless of PD-L1 status® Cetuximab 400 mg/m?  Biomarkers
Stratification factor IV once, then 250 * Quality of life
* Prior cetuximab treatment mg/m? weekly

*Tissue required for testing.

DOR = duration of response; IV = intravenous; ORR = objective response rate; PFS = progression-free survival, Q2W = once every 2 weeks; R = randomized.
Clinicaltrials.gov NCT02105636.

Ferris etal. ASCO 2016



CheckMate 141 - OS Benefit in the Overall (ITT) Population

* Nivolumab reduced the risk of death by 32% vs IC
* The 24-month OS rate was nearly tripled with nivolumab compared with IC

100 N=361 pts.
90 1
80 1
70
60 -
50 -
40 -
30 1
20 -

10 -
0 8.6% 6 (g 23%, |

0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months

Nivo 240 169 132 98 78 57 50 42 37 28 15 10
IC 121 88 51 32 23 14 10 8 7 4 1 1 0 0

0S (%)

Nivo

IS
o

Symbols represent censored observations. ITT = intent-to-treat; Nivo, nivolumab

Ferris et al., AACR 2018



Rischin KN043 ASCO 2019

KEYNOTE-048 Study Design (NCT02358031)

Key Eligibility_Criteria

« SCC of the oropharynx,
oral cavity, hypopharynx,
or larynx

* R/IM disease incurable by
local therapies

« ECOG PS0Oor1

* Tissue sample for PD-L1
assessment®

* Known p16 status in the

oropharynx®

Stratification Factors

* PD-L1 expression?
(TPS 250% vs <50%)

* p16 status in oropharynx
(positive vs negative)

» ECOG performance status
(0 vs 1)

Pembrolizumab
Monotherapy

Pembrolizumab

+ Chemotherapy

EXTREME

Pembrolizumab 200 mg Q3W

for up to 35 cycles

Pembrolizumab 200 mg + g
Carboplatin AUC 5 OR P;g‘:{:"g"%b
Cisplatin 100 mg/m? + u

5-FU 1000 mg/m?/d for 4 days for up to

Cetuximab 250 mg/m? Q1W¢ +
Carboplatin AUC 5 OR

Cisplatin 100 mg/m? + Cetuximab

250 mg/mZ Q1W

5-FU 1000 mg/m?#/d for 4 days
for 6 cycles (each 3 wk)

=Assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent). TPS = tumor proportion score = % of tumor cells with membranous PD-L1 expression.
cAssessed using the CINtec p16 Histology assay (Ventana); cutpoint for positivity = 70%. Following a loading dose of 400 ma/me.



KEYNOTE-048 Study Design (NCT02358031)

Key Eligibility_Criteria

« SCC of the oropharynx,
oral cavity, hypopharynx,
or larynx

Pembrolizumab

Monotherapy Pembrolizumab 200 mg Q3W

for up to 35 cycles

* R/IM disease incurable by
local therapies

+ ECOGPSOor1
* Tissue sample for PD-L1 Pembrolizumab

assessment? + Chemotherapy o
* Known p16 status in the

oropharynx®

Stratification Factors

* PD-L1 expression?

i 2 C
(TPS 250% v <50%) Cetuximab 250 mg/m? Q1W¢ +

Carboplatin AUC 5 OR
EXTREME Cisplatin 100 mg/m? +
5-FU 1000 mg/m?#/d for 4 days

» p16 status in oropharynx
(positive vs negative)

» ECOG performance status
(0 vs 1)

for 6 cycles (each 3 wk)

*Assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent). TF 50 0 i »: -
cAssessed using the CINtec p16 Histology assay (Ventana), cutpoint for posntmty 70% Followung a loadmg dose of 400 mglm

Rischin KN043 ASCO 2019

ramorolzumsay
200 g QA3YY
[or Uo to

-l rloie rersy
4 J ,jzld.l_.a...

Cetuximab
250 mg/m? Q1W




Rischin KN043 ASCO 2019

KEYNOTE-048 Study Design (NCT02358031)

Key Eligibility Criteria Pembrolizumab

« SCC of the oropharynx, Monotherapy
oral cavity, hypopharynx,
or larynx

* R/IM disease incurable by
local therapies

« ECOG PS0Oor1

Pembrolizumab 200 mg +

» Tissue sample for PD-L1 " Pembrolizumab Carboblatin AUC 5 OR Pembrolizumab
assessment?® + Chemotherapy Cispla%n 100 mglm2 + 200 mg Q3W

- Known p16 status in the he 5-FU 1000 mg/m?/d for 4 days for up to

oropharynx® 35 cycles total

for 6 cycles (each 3 wk)

Stratification Factors

* PD-L1 expression® Cetuximab 250 mg/m2 Q1We +

e Carboplatin AUC 5 OR _
* p16 status in oropharynx EXTREME Cisplatin 100 mg/m? + Cetuximab

(positive vs negative) 5-FU 1000 mg/m?/d for 4 days 250 mg/mZ Q1W

» ECOG performance status
(0 vs 1) for 6 cycles (each 3 wk)

*Assessed usmg the PD-L1 IHC 22C3 pharmDx assay (Agilent). TPS =% -
cAssessed using the CiNtec p16 Histology assay (Ventana); cutpoint for posttmty 70% cFollowmg a loadmg dose of 400 mglnr



4-Year OS: Pembrolizumab vs EXTREME

PD-L1 CPS 220 PD-L1 CPS 21
Median OS, mo HR Median OS, mo HR
Events (95% CI) (95% CI) P value?® _ Events (95% CI) (95% Cl) P value?
Pembrolizumab  75.9%  14.9 (11.5-20.6) 0.61 0.00034 Pembrolizumab  81.7%  12.3 (10.8-14.8) 0.71 0.00080
EXTREME 91.0%  10.8 (8.8-12.8) (0.46-0.81) EXTREME 92.9%  10.4 (9.0-11.7) (0.61-0.89)
100 100
90" go-
804
2 _ & 80+
~ 704 ' 24. S
= ; 24 mo rate - 104 24-mo rate
2 60- i S 60- 28.9%
t 5 19.7% : E 3 97.0%
b= B 0 L e S ‘E """""""""""""""" e e - (R DYERRRAEEL 1, SRS Re i _______________________________ R e o
o ' : 48-mo rate (73] : : 48 t
T 407 : 21.6% = : : 48-mo rate
E ' © 401 {16.7%
o : 8.0% - :
> 30- E Q 30_ E 5.90/0
O 5 :
20+ 20
10+ f L 4 g 104
1) R e —. — B : :
@ 0B A S NSNS NN 0 5 10 15 20 25 30 35 40 45 50 55
Time, months Time, months
No. at Risk No. at Risk .
Pembro 133 107 85 66 58 45 39 36 30 17 9 2 Pembro 257 197 152 111 92 71 2 3% 40 22 12 2
EXTREME 122 100 65 43 29 23 17 13 11 7 4 0 EXTREME 255 207 132 90 60 42 29 22 16 10 6 0

Cl, confidence interval; HR, hazard ratio.
aNominal, unadjusted one-sided P value based on log-rank test. Data cutoff: February 18, 2020.

Greil R et al. ESMO 2020. Abstract 915MO0.



4-Year OS: Pembrolizumab + Chemo vs EXTREME

PD-L1 CPS 220

PD-L1 CPS 21

Median OS, mo HR Median OS, mo HR
Events (95% CI) (95% Cl) P value? Events (95% C1) (95% CI) P value*
Pembro + Chemo 74 4%  14.7 (10.3-19.3) 0.62 0.00082 Pembro ¢+ Chemo 78 1%,  13.6 (10.7-15.5) 0.64 0.00001
0.46-0.84 0.53-0.78
EXTREME 91.8%  11.1(9.2-13.0) ‘ ’ EXTREME 94.0%  10.6(9.1-11.7) ( ’
100 100
904 904
804 B0
2 R )
] 70+ i 24-mo rate s 70+ : 24-mo rate
> 604 i 35.4% 2 60+ i 30.8%
i 20.0% 117.1%
[ {oL EERTRRPRIPIR. Coks O e ‘.‘.'.“;'..'. Lo EEPEPERRIT). o (CRLRErrrre foeccccccccccccescctcccncecccoccheccccaseccns
peia : % 48-mo rate
= 404 28.6% T 104 21.8%
6.6% 1%
304 g 304 .
204 20+
10+ 104
o L R L A A ad R Ll ";' -y - L ag 4 L Ad Ll v o L | g | A A g ':' L Ll L Ll L L
0 5 10 15 20 25 30 35 40 45 50 55 0 5 10 15 20 25 30 35 40 45 50 S5
Time, months Time, months
No. at Risk No. at Risk
Pembro+Chemo 126 102 77 60 50 4 422 M N 22 7 0 Pembro+Chamo 242 197 144 109 B4 71 88 o 4 29 ) 1
EXTREME 110 91 61 41 27 21 15 11 9 5 2 0 EXTREME 235 191 123 84 55 37 28 18 12 6 2 0

‘Nominal, unadjusted one-sided p-value based on log-rank test. Data cutoff: February 18, 2020

Greil R et al. ESMO 2020. Abstract 915M0.



R/M SCCHN, evidence based, oviem
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15% 43% 42%

CPS<1 CPS 1-20 CPS 2 20

B et i e et T

2. linie Platinum free interval

bez progrese om

* Cetuximab je hrazen pouze u nador( dutin Ustni
* Nivolumab neni hrazen pa predchozim podani cetuximabu




Take home message #2

* Imunoterapie na blokady principu imunitnich kontrolnich bodu se
uplatiuje i rekurentnich a metastatickych nadord hlavy a krku

* Prediktorem volby systémové |écby je PD-L1 exprese (CPS)

* Kombinace pembrolizumab + chemoterapie je spojena
pravdépodobné s vétsi Sanci na dlouhodobé preziti (neprimé
srovnani)



Karcinom nazofaryngu

Intergroup trial 0099

- konkomitantni a adjuvantni chemoterapie k RT u lokalné /regionalné pokrocilych nddord nasofaryngu versus
radioterapie samotna

- statisticky vyznamné prodlouzeni 3-y PFS (69% vs. 24%, p<0,001) i 3-y OS (76% vs. 46%, p<0,001)

4 -
Ll —— CDDP + RT/SFU + CODP 9 27
1™ o T 80
80% “‘1\
1
W,
60% g
\'9‘ ; S
‘.l.l\L ‘_L.-LL-.LI.---.L-L.
40% — !:u 40% ].-4----JJ..-
-‘1..:k
g 7 T 5 4
hovasie Bl AtRisk  Desths
20%
20% Lesomsien Hees ——CODP+RT/S5FU+CODP 83 20
l 1 —se RT 92 42
T o R S S W S
0 1 2 3 4 5 — )
Years After Randomization Years ization
. \ . Fig3. Overall survival for randomized patients on RT only and combined
Fig4. PFS for randomized patients on RT only and combined CT/RT. CT/ET ty

Al-Sarraf et al. JCO 1998



Nadory nazofaryngu

* Randomizovano 508 pacientt

* CHRT samostatné vs. CHRT +
adjuvantni CHT

* CHRT - cDDP 40 mg/m? weekly

* Adjuvantni CHT cDDP 80 mg/m? +
5FU 800 mg/m?/d x5 3 cykly 4 4
tydny

CCRT+AC 251 230 207 195 182 163 105 28 10

~~~~~~~~

100

o | HR0.88{95% C10.64-122)
p08s  m=== CCRT

Faillure-free survival (%)

Degrees-of-freedom: 1

12 24 36 48 60 72 B4 =13 108
Time (months)

Number at nsk

CCRT 257 231 212 187 176 150 @91 28 8

(=R~

C
o
=
& TNy
v R T
ey D e | PPy —y—y—y—y—y~—y—y—
5o
S ™~

a0
1]

HR 0.81 {95% 1 0.53-1.22)
p=030. = mm==- CCRT

Distart failure-free
25

Degrees-of freedom: |

0

0 12 24 36 48 B0 72 84 a6 108
Time (months)

Number at risk

CCRT 257 234 216 195 183 159 94 29 8
231 209 202 189 170 108 30 10 0

100

2o TEeSETTEEEEE
g

o

—;xf,

& @ | HRO0.83{95% C10.57-122)

p=035 e CCRT

Degrees-of-freedom: 1 CCRT+AC
0 12 24 36 48 80 72 B4 98 108
Time (months)

Number at risk
CCRT 257 248 236 215 200 168 99 30 8
CCRT+AC 251 239 224 218 203 178 112 31 10

100

5

50

i HR0.91(95% 1 0.51-1.60}

p=0.73

25
25

————— CCRT
CCRT+AC

Locoregional fallure-free survival (%)

Degrees-of-freedom: 1

0
© +

12 24 36 a8 60 72 B4 o8 108
Time (months)

Number at risk
CCRT 257 243 230 206 191 158 96 29 a
CCRT+AC 251 238 221 210 196 171 108 29 10

Conclusion: Adjuvant cisplatin and fluorouracil chemotherapy still failed to demonstrate significant
survival benefit after CCRT in locoregionally advanced NPC based on the long-term follow-up data,

Chen et al. Eur J Cancer 2017



Nadory nazofaryngu

Indukcni CHT + CHRT vs. CHRT samostatné

Randomizovany cinsky trial faze Ill, 480 pacientd
* Indukcni CHT rezim TPF + CHRT
* vs. CHRT (3x cDDP 100mg/m?2)

* Indukéni CHT TPF zlepSuje proti samotné
CHRT:

- failure-free survival
- distant failure-free survival
- overall survival

s prijatelnou toxicitou

100= — |Cand CCRT
: — CCRT
90
804 \\\_
— Hh\‘\—s—w._..\_
£ 70 e s
=
£ 60+
2 50+
g
o 404
2
T 304
20
101 HR0-68 (95% Cl 0-48-0-97), p=0-034
0 T T T T |
0 12 24 36 48 60
Number at risk
(number censored)
CCRT 239(0) 210(0)  181(1) 158(14) 65(88)  1(64)
ICandCCRT 241(0) 225(1) 202(1) 170(22) 69(97)  4(64)
C
100
9°‘E
3 80
T 70+
g
2 60
&
= 507
@
2 404
3 20
107 HR 059 (95% Cl 0:37-0-96), p=0-031
0 T T T T !
0 12 24 36 48 60
Nuriber at Fisk Time after randomisation (months)
(number censored)
CRT 239(0) 215(4) 196(3) 170(21) 72(96)  2(70)
ICandCCRT 341(0) 228(3)  214(5) 185(25) 74(107)  4(70)

Qverall survival (%)

Locoregional failure-free survival (%)

1007
90+
80
70

50
40
30+
204
10

HR0-59 (95% (1 0-36-0-95), p=0-029

239(0)

24

D
1007
90
80
70
60
501
40
30
20
10

I
4] 12

T T T ]
24 36 48 60

231(0)
234(1)

220(1)
224(1)

189 (16)
197(22)

81(100)
80(112)

2(77)

1(0) 4(75)

B — .

=

Re—

HR 0-64 (95% Cl 0:37-1:13), p=0-12

0 12

239(0)
241(0)

T T T T
24 36 48
Time after randomisation (months)

60

225(7)
231(7)

201 (11)
212(7)

175(20)
182 (26)

73(98)
75(107)

1(72)
4(70)

Sun et al. Lancet Oncol. 2016



Nadory nazofaryngu

A Recurrence-free Survival

v s v 100+ Induction chemotherapy
Indukéni CHT + CHRT vs. CHRT samostatné g o
£ 704
3.6 60 — S—— Standard therapy
gn ig: Induction chemotherapy, .85.3%
. 7 vs ’ . s . o £ vs. standard therapy, 76.5%
Randomizovany ¢insky trial faze 1Il, 476 pacientd i i o o7 051
& 104 (95% Cl, 0.34-0.77)
v s ve P=0.002
* Indukcni CHT rezim GP + CHRT N T TR TR T VR~
Months since Randomization
* vs. CHRT (3x cDDP 100mg/m?2) i il
Induction chemotherapy 242 234 215 146 93 35
Standard therapy 238 217 194 130 73 26

B Overall Survival

100 Induction chemotherapy
2 90—W
S 804 :
s 704 Standard therapy
S 60
© 504
§) 40~ 3-Yr overall survival:
£ 3094 [Induction chemotherapy, 94.6%
§ 204 Vs standard therapy, 90.3%
& 104 Hazard ratio for death, 0.43
0 (95% Cl, 0.24-0.77)
T T T T T
0 12 24 36 43 60
Months since Randomization
No. at Risk
Induction chemotherapy 242 241 236 162 100 36
Standard therapy 238 232 219 152 87 29

C Distant Recurrence—free Survival

100+
90+
80
70
60
50

* Indukéni CHT GP zlepSuje proti samotné CHRT:

- recurrence-free survival

Percentage of Patients

Induction chemotherapy

Standard therapy

3-Yr distant recurrence—free survival:

. . 40 :
- distant recurrence-free survival 30 Induction chemotherapy, 91.1%
20 vs. standard therapy, 84.4%
10_ Hazard ratio for recurrence or death, 0.43
- i (95% Cl, 0.25-0.73)
overall survival 0 ey
0 12 24 36 48 60
S p ‘r’-IJ ate | nou tOX| C|t0 u Months since Randomization
No. at Risk
Induction chemotherapy 242 238 226 154 96 35
Standard therapy 238 217 204 140 80 28

D Locoregional Recurrence—free Survival

100 T

Induction chemotherapy

90+ e
80 Standard therapy
70+
60
50

3-Yr locoregional recurrence—free survival:

;8: Induction chemotherapy, 91.8%
204 Vs standard therapy, 91.0%

Percentage of Patients

Hazard ratio for recurrence or death, 0.77

104 (95% Cl, 0.42-1.41)
0 T T T T T
0 12 24 36 48 60
Months since Randomization
No. at Risk
Induction chemotherapy 242 237 225 152 97 36
Standard therapy 238 230 206 141 81 27



Participants
Aged 18-65
Histologically confirmed

as WHO II/III NPC R Statificd by
: : . EBER ® Treatment Center
T1-4N2-3M0 (AJCC 7th) ® Nodal (N) Category (N2 or N3)

ECOG score: 0-1
Adequate hematological,

renal, hepatic function

*RT: PTVnx: 70Gy/33F, PTVnd: 64-70Gy/33F,
PTV1: 60Gy/33F, PTV2: 54Gy/33F
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3-year PFS for I'TT analysis

GP group reduced risk of progression or death than that in PF group

Intention-to-treat population

3-year PFS 95% CI Eiog renk
PF group 62.5-78.7 %
GP group 83.9% 75.9-89.4 %

Group

stratified HR 0.54 (95% Cl 0.32-0.93), log-rank p=0.023

Progression-free survival (%)

12 24 36 48 60

Number at risk Time since randomisation (months)

(number censored)
—— PF group 120 (0) 104 (0) 92 (1) 66 (20) 23 (61) 3 (80)
—— GP group 120 (0) 108 (1) 99 (4) 73 (28) 26 (64) 2 (97)
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OS, LRFS, DMFS for ITT analysis

GP group reduced risk of LRFS and DMFS, but has no effect on 3-year OS

GP group exhibited no effect on GP group reduced risk of GP group reduced risk of
3-year OS than that in PF distant metastasis than that in PF locoregional relapse than that in PF

HR 0.50 (95% C1 0.26-0.98), Fine-Gray p=0.042 HR 0.33 (85% Ci 0.12~0.90), Fine-Gray p=0.03

stratified HR 1.17 (85% C1 0.51-2.66), log-rank p=0.71

Cumutative iIncidence of
50 (%

12 24 36 48 12 24 36 48 G 12 24 35
Time since randomesation (months) Time since randomisation (months) Time since randomisation (months)

Number at risk Number at risk Number at risk
(number consored) (number censored) (number consored)

PF group 120 (0) 120(0) 112(2) 3N 79 3 (106) PF group 120 (0) 108 (0) S (1) 72 (24) 26 (89) PF group  120(0) 118 (0) 103 (8) 75 (31) 27(19) 3(102)
GP group 120 (0) 1144(Y) 108 (4) 37N 4 {104) GP group 120 (0) 109 (4) 9 (9) 74 (34) 27 {80) GPgroup 120(0) 112 (6) 104 (13) 78 {38) 29 (87) 3(112)

* OS = overall survival; LRFS = locoregional relapse-free survival; DMFS = distant metastasis-free Survival
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Take home message #3

e Standardem lécby lokalné a regionalné pokrocilych skvamoznich
karcinomu nosohltanu je chemoterapie v kombinaci s neoadjuvantni
nebo adjuvantni chemoterapii.

e Za standard neoadjuvantni nebo adjuvantni chemoterapie lze nove
pokladat kombinaci gemcitabin-cisplatina



Nadory slinnych zlaz

[ Immunotherapeutic approach promising?

l Immunohistochemistry l

I SGC-Diagnosis and Classification I

* Operace +/- RT

e Rekurentni & metastatické tumory

Advanced stage disease or ! ~
Relapse/refractory setting

co3

uloha molekularnich tumor-board

[ Targeted therapy promising?

3 _c.. .

* anti HER-2 terapie (salivary duct ca)
| Gl | w1

* TRK inhibitory (sekrecni ca)
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* antiandrogenni terapie
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* sledovani (ACC)

Witte HM, Gebauer N, Steinestel K.Crit Rev Oncol Hematol. 2022



Take home message




Take home message #4
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Take home message #4
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